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A PROCESS FOR THE PREPARATION OF NOVEL 2-SUBSTlTirrED AND 
2,5, 7— TRI— SUBSTITUTED IMIDAZO- ( 1 , 2~a ) PYRIDINES .SHOWING 
ANT I FERTILITY ACTIVITY' . 

t A process for the preparation of novel 2-substituted 
and 2,5,7 trisubs ti tuted Imida-zo (1,2-a) pyridines of 
the formula III, where k x represents substituted phenol 

such as halophenyl preferably chloro or bromo phenyl/ 
methyl phenyl, nitro phenyl, hydroxy phenyl, methoxy 
phenyl, ethoxy phenyl or carboxymethyl & carbethoxymethyl/ 
R 2 =«H; R 3 »R 4 °H or CH^, v*hich comprises refluxing correspond- 
ingly substituted 2-aminopyridines of formula I where * 3 & 
R 4 re r >resent nydrogen or methyl groups with correspondingly 




/ 



; PRICE ; THIRTY RUPEES 



p 



cr: 



'substituted - bromoketone of the f ormul a II where repres ents 

substituted phenol such as halophenyl preferably chloro of 
bromophenyl, alkyi phenyl, nitro phenyl , hydroxy phenyl , 
methoxy phenyl > ethoxy phenyl or carboxym ethyl & carbethoxy- 
methyl > R^-Hf in the presence of an appotic solvent for a 
period ranging from 2-24 hrs. at a temperature in the range '.. 
36°-90°C and recovering the 2-substituted and 2 , 5 ,7 trisubstitu~ 
ted imidaso (l,2~a) pyridines , of formula III by conventional 
methods ♦ 
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This invention relates to a process for the 
'preparation of novel 2-substituted and 2,5,7 tri sub- 
stituted ixnidazo~(l,?-a) pyridines. 

; The novel 2-substituted and 2,5,7 trisubstituted 
imidazole 1 , 2-a ) pyridines prepared by the process of 
present invention have the formula III shown in the 
drawing accompanying this specification where R 

represents substituted phenyl such as halophenyl, 
preferably chloro or bromo phenyl, methyl phenyl , 
nitro phenyl hydroxy phenyl, methoxy phenyl, ethox- 

yphenyl , carboxymethyl & carbethoxymethyl; R « H ; 

■ 2 ; 

R « R «= H or CH 
3 4 3 

The compounds of the formula III prepared by the 
process of the present invention found to be useful 
as ant i implantation abortifacient agents. These 
compounds when tested in hamster for antifertility 
"activity showed 30-100% protection against pregnancy 
at 2-5 - 20 mg / kg by oral and subcutaneous^ 

Accordingly, the present invention provides a 
process for the preparation of novel 2-substituted 
and 2,5,7 trisubstituted imidazo fl,2-a) pyridines of 
the formula III shown in the drawing accompanying 
this specif icat ion, where R represents substituted / 

phenol such such as halophenyl preferably chloro Mor ' ' 
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I'bromo phenyl, methyl phenyl, nitro phenyl; hydroxy 
f phenyl , roethoxy phenyl, ethoxy phenyl or carboxymeth- 
yl & carbethoxymethyl; R «= H; R « R « H or CH , 

r 2 ' 3 4 . 3 

which comprises refluxing correspondingly substi- 
tuted 2-aminopyridines of formula 1 where R & R 

\ ' . ■ 3 . 4 

represent hydrogen or methyl groups with correspond— 

ingly substituted - bromoketone of the formula II 

whete R represents substituted phenol such as halo- 
1 

phenyl preferably chloro or bromophenyl , alky 1 phe- 
nyl, nit:ro phenyl, hydroxy phenyl, methoxy phenyl, 
ethoxy phenyl or carboxymethyl & carbethoxymethyl ; 

R *H; in the presence of an aprotic solvent for a 
2 

period ranging from 2-24 hrs. at a temperature in the 
0 0 

range 36-90 C and recovering the 2-substituted and 
2,5,7 tri substituted imidazo (1,2-a) pyridines, of 
formula III by conventional methods. 

In a preferred embodiment of the invention the 
solvent used may be selected from chloroform dichloro- 
methane, benzene THF and the like. 

The compounds of the formula III pre- 
pared by the process of the invention, 
where R represents 2 / 3 / 4 - OHC H and 

R V R & R represent hydrogen are also 

2 • ,3. ' a'4 h . ( '.,V .^J-,.-- • V -v,; / £ 



useful for the preparation of compounds of the formal a 
IV i.e. the corresponding ethers of the formula I II by 
treating with appropriate halides. 

This process has been made subject matter of the 
copending application No . I 0/f J D £L jCfZ- 

NO ' ( 03 } 1^2. 
In yet another pending cq-appl ica tion ^ we have 

described a process for the preparation of compounds of 

the formula V where R± represents bromophenyl' (4-Br- 

C 6 H4), R2 represents die thy 1 aminome thy 1 , cyclic amino 

methyl; R3 & R4 represents hydrogen, starting from the 

compounds of the formula III, prepared by the process of 

the present invention. Compounds of the formula IV & V 

possess ahtii erti lity activity. 

The invention is further illustrated by the exam- 
ples given below which should not, however, oe construed 
to limit the scope of the present invention • 

EXAMPLE 1 

2~<4-Kydroxyphenyl ) imidazoC 1 , 2-a J pyridine hydrobromide 
of formula III where Rj represents 4-hydroxypheny 1 , 
R 2» R 3 and ^4 represent Hydrogen 

A solution of 4~hydroxyphenacy 1 bromide (215 mg, 
1 mmol ) and 2-aminopy rid ine (94 dig', I mmol ) in chloro- 
form (10 mi) was refluxed at 95° f or 10 hr . On removal 
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of the -solvent, the residue was heated at : the same 

temperature, for O „ 5 nr . anrl ■ c rys t a 1 1 i*sed .-if rom m mixture 
of CH3OH/CHCI3. The title compound, 2i0 mg , m.p". 231- 
32°C was obtained in 72Z yield. 

. v EXAMPLE 2 

2-> ( 4-Bromopheny 1 ) -5 . 7-dimethyl imidisuo- El , 2-r-a Jpyr i£i nfe v ^< 
hydrobrdmxde of formula III where represents 4-Bromo- 
pheny 1, R2* Hydrogen, R3 &R4 methyl 

..' A solution of 4-bromophenacyl bromide (£^ :v ..pg^ J. 
mmol ) and 2-aminu~ 4 ,6-dimethy 1 pyridine (122- mg , V js^^l ) 
was ref luxed in chloroform (20 ml) at 80°C pfpr 20 ^ hr/ 
On removal of the solvent, the residue was heateaV at the 
same temperature under vacuo for 1/2 hr. ami crystal- 
lised from MeOH/ether . The title compound, m.p- 168-69° f 
was isolated in 50% yield. ^ T - 

EXAflPLEr-3 

2 <2-Hydroxyphenyl)imida2o[l,2-a3pyridine hydrpbromxde 
of formula III where R x represents 2-hydroxy phenyl , 
f*2 * R 3 t R 4 represent hydrogen r 

A solution of 2~hydroxyphenacy 1 bromoide (215 mg 
1 mmol ) , 2 -aminopy rid ine (94 mg , 1 mmol ) was ref luxed in 
chloroform for 24 hr . The residue obtained after removal 



yf$l:'%& \ ven t was c ry sts 1 1 i sed from ethanol,; m . p . 74 l-fij^, 
The title compound was obtained in 50*/ yield • 

EXAMPLE— 4 

2-(2-Hydroxyphenyl )-imida2oCl , 2~c*3 pyridine hydrobr amide 
of formula III where Rj> represents 2- hydroxy pheny 1 ; 
^2 represent hydrogen 

S A solution of 2-hydroKyphenacyl bromide (215 mg , 
f JLmrool ) , 2-aminopyridine (94 mg , 1 mmol ) was ref luxed in 
/ methylene chloride (30 ml) at 50° for 10 hr. After 
removal of the sol ven t , the residue was crystal 1 ised 
from ethanol /ether , m.p. 241-43°* The title compound was 
obtained in 407. yield. 

EXAMPLE-5 

2-Carbethoxymethyl-imidazoCl,2-aDpyridine of forma' 

III, where represents car bethoxyme thy ^2f^Z* R 4 

represent hydrogen 

A mixture of 2-aminopyridine (2-82 g; 0.03 mol ) 
and 4-bromo-3-oxo-but anoic acid ethyl ester (6.27 g ; ' 
0.03 mol) was ref luxed in CHCI3 (50 ml) for 3 hr. . On 

_ removal of the solvent, the residue was heated at 100°C 
for 1 hr, neatralized with NH 4 0H, extracted with CHCI3 

i j and dried ( Na 2S04) . The solvent removed and the residue 

- purified on Si-gel column using 27. methanol in CHCI3 
(V/V). The title compound (2,4 g) was obtained as a 

- semi-solid mass in 407. yield. "'" 



1 . A process for the preparation of novel 2~substi~/ 
tuted and 2,5,7 trisubstituted imidazo ( 1, 2-a) pyri- 
dines of the formula III shown in the drawing accom- 
panying this specification, where R represents 

substituted phenol such such as halophenyl preferably 
chloro or bromo phenyl, methyl phenyl, nitro phenyl/ 
hydroxy phenyl , methoxy phenyl, ethoxy phenyl or 
carboxymethyl & carbethoxymethyl; R > H; R ■* R » H 

or CH / which comprises ref luxing correspond- 

ingly substituted 2-aminopyridines of formula I where 
R & R represent hydrogen or methyl groups with 

• • V'- a- : 

correspondingly substituted - bromoketone of the 
formula II where R represents substituted phenol 

such as halophenyl preferably chloro or bromophenyl, 
alkyl phenyl # nitro phenyl , hydroxy phenyl , methoxy 
phenyl , ethoxy phenyl or carboxymethyl & carbethoxy- 
methyl ; R «H; in the presence of an aprotic solvent 

for a period ranging from 2-24 hr s .at a temperature 

. . / o o 

in the range 36 -90 C and recovering the ^^substitut- 
ed and 2,5,7 tr i subs t i tuted imidazo (1 , 2-a) pyri- 
dines, of formula III by conventional methods ... 

2 . A process as claimed in claim 1 wherein solvent 
used is selected from chloroform, dichlorome thane /; 

^benzene, THF« 



3 * A process for the preparation of novel 2- 
substituted and 2,5,7 tri substituted imidazo (1,2-a) 
pyridines of the formula III as defined in the claim 1 
substantially as herein described with reference to 
the examples. 
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